Abstract
Introduction
Cataract, which has an estimated prevalence of 33% in the general population, is the second leading cause of visual impairment and vision loss worldwide [1] . Cataract is associated with increasing incidences of falls and traffic accidents and impair self-care ability and quality of life [2] . Increasing associated medical expenditures makes cataract being a major public health concern [3] . Aging is the major etiology of cataract. Meanwhile, cataract can also be hereditary or result from other eye conditions, trauma, previous eye surgery, long-term steroid use, and several medical conditions such as diabetes [4] [5] [6] . The pathogenesis of cataract is complex, and includes photochemical generation of reactive oxygen species, oxidative stress [7] , DNA damage, polyol formation [8] , osmotic stress, as well as protein misfolding and aggregation [9] . Several experimental animal studies have shown that topical antioxidants such as caffeine, ascorbate, and vitamin Effectively prevent cataract formation and that oxidative stress play a central role in cataract pathogenesis [10 11 ].
Hepatitis C virus (HCV) infection has an estimated global prevalence of 2.2% and is also a major health concern worldwide [12] . HCV leads to liver cirrhosis, hepatic decompensation, and hepatocellular carcinoma. HCV infection has also various extrahepatic presentations, including renal dysfunction, cardiovascular events, and metabolic syndromes; these extrahepatic presentations are believed to be related with HCV-induced systemic oxidative stress and hyperinsulinemia [13] .
Although cataract is also a manifestation of oxidative stress and has long-term effects involving visual impairment, the association between cataract risk and HCV infection has seldom been investigated in detail. Yoshida et al have reported that patients with age-related cataract had significantly higher seropositivity for HCV than an age-matched general population [14] . In this study, we investigated this association by using the National Health Insurance (NHI) database of Taiwan, which is a nationwide longitudinal database with medical claims of 23 million people. Additionally, this study examined whether HCV infection is a risk factor for cataract.
Methods

Data source
In Taiwan, National Health Insurance (NHI) is a single-payer program that has been launched since 1995, covering 98% of the population [15] . National Health Insurance handled a research database (NHIRD), which encompassed patient demographics, diagnosis of disease, mediations, and procedures performed in the hospital and in outpatient claims. Several datasets were extracted from the complete NHIRD for researches purposes. This population-based retrospective cohort study was conducted by analyzing one of the extracted set of NHIRD, the Longitudinal Health Insurance Database 2000 (LHID2000) of the NHI program. The details of the NHI program and LHID2000 have been well-addressed previously [16, 17] . and related regulations of National Health Insurance Administration and NHRI, and an agreement must be signed by the applicant and his/her supervisor upon application submission. All applications are reviewed for approval of data release. We also confirm that the data used in our study are third party data that are not owned by and have not been collected by the authors. In addition, these authors do not have special access privileges to these data.
Ethics statement
The NHIRD encrypts patient personal information to protect privacy and provides researchers with anonymous identification numbers associated with relevant claims information, including sex, date of birth, medical services received, and prescriptions. Therefore, patient consent is not required to access the NHIRD. This study was approved to fulfill the condition for exemption by the Institutional Review Board (IRB) of China Medical University (CMUH104-REC2-115-CR1). The IRB also specifically waived the consent requirement.
Sample
We conducted a retrospective cohort of HCV infected patients from the one million patients in representative LHID 2000 sample dataset. To control for the confounding effects of age (every 5-year span), sex, and index year, we constructed a matched variable containing the age at index data and sex for each HCV infection patient from the comparison cohort. All participants were followed from the index date until the date of cataract diagnosis, withdrawal from the NHI program, death, or the end of 2011 (December 31, 2011).
Comorbidity and medication
All confounding variables were defined according to the diagnosis before the index date in HCV and non-HCV patients. Cirrhosis was defined as three outpatient claims with ICD-9-CM codes 571.2, 571.5, and 571.6. Diabetes was defined as defined as three outpatient claims with ICD-9-CM code 250. The following confounding variables for cataract all defined as three outpatients claims with the corresponding ICD-9 code: hypertension (ICD-9-CM codes 401-405), hyperlipidemia (ICD-9-CM code 272), asthma (ICD-9-CM code 493), chronic obstructive pulmonary disease (COPD; ICD-9-CM codes 491, 492, and 496), coronary artery disease (ICD-9-CM codes 410-414), alcohol-related illness (ICD-9-CM codes 291, 303, 305, 571.0, 571.1, 571.2, 571.3, 790.3, A215, and V11.3), and anxiety (ICD-9-CM code 300.00). Individuals in the HCV group would visit clinics more regularly than those in the non-HCV group, thus HCV patients may be more likely to be diagnosed with cataract at an earlier stage. To alleviate such surveillance bias, frequency of clinical visits was added as confounding variable.
Regimen of HCV infection, including ribavirin, interferon alpha, and interferon alpha-ribavirin combination therapy were classified for evaluating the effects of the HCV therapy on risk of cataract.
Statistical analysis
Data on the HCV and non-HCV cohorts involving age, follow-up duration, number and proportion of age group, sex, and comorbidity are presented as means and deviations (SDs). We applied a t test for age and follow-up duration and the chi-square test for age group, sex, and comorbidity. The Kaplan-Meier curve analysis was performed to reveal the cumulative incidence of cataract, and the log-rank test was applied to identify the differences between the HCV and non-HCV cohorts. The incidence density rate of cataract was estimated as the number of cataract events identified during the follow-up duration divided by the total followup person-years. Univariate and multivariate Cox proportion hazard regression models were used to examine the effect of HCV infection on cataract risk through hazard ratios (HRs) with their respective 95% confidence intervals (CIs). The multivariable models included all statistically significant risk factors identified in the univariable Cox model. SAS 9.4 software (SAS Institute, Cary, NC, USA) was used to analyze all data. All statistical analyses were performed with a two-tailed significance level of 0.05.
Results
We have enrolled a total of 11,652 HCV patients and 46,608 non-HCV patients. The mean follow-up duration was 5.29 and 5.86 years for the HCV and non-HCV cohorts, respectively. Similar characteristics were recognized in both cohorts which 55.0% were men and 48.3% of participants were aged 49 years. The mean ages of the HCV and non-HCV cohorts were 50.5 ±14.3 and 50.0±14.6 years, respectively. The prevalence of cirrhosis, hypertension, diabetes, hyperlipidemia, asthma, chronic obstructive pulmonary disease, coronary artery disease, alcohol-related illness, and anxiety were significantly in HCV patients, compared with non-HCV patients (p <0.001) ( Table 1) . Kaplan-Meier curve analysis revealed that the HCV cohort exhibited a higher cumulative cataract incidence than the non-HCV cohort did (log-rank test, p <0.001; Fig 1) .
There were 1,148 cataract events among 11,752 HCV patients and 3,738 cataract events among 46,608 non-HCV patients. The incidence of cataract was 1.86% (1,148/61,686) in HCV patients. The overall incidence density rate of cataract in the HCV cohort was 1.36 times higher in the non-HCV cohort (1.86 vs. 1.37 per 100 person-y; Table 2 ). Women had a higher risk of cataract than men (adjusted HR (aHR) = 1.22, 95% CI = 1.15-1.29). After adjusting for age, sex, and comorbidities of diabetes, hypertension, hyperlipidemia, asthma, COPD, coronary artery disease, and anxiety, patients in the HCV cohort were associated with an increased risk of cataract compared with those in the non-HCV cohort [adjusted HR (aHR) = 1.23, 95% CI = 1.14-1.32]. Compared with patients aged 49 years, the risk of cataract was 9.23 times higher in those aged 50-64 years (95% CI = 8.29-10.3) and 15.2 times higher in those aged !65 years (95% CI = 13.5-17.0). In HCV infection patients, comorbidities independently associated with cataract were diabetes (aHR = 1.41, 95% CI = 1.30-1.52), hypertension (aHR = 1.13, 95% CI = 1.06-1.21), hyperlipidemia (aHR = 1.25, 95% CI = 1.17-1.34), and COPD (aHR = 1.12, 95% CI = 1.03-1.22). The incidence of cataract increased with age in both cohorts (Table 3) . HCV patients had significant higher risk of cataract across all age categories including aged 49 years (aHR = 1.47, 95% CI = 1.18-1.84), 50-64 years (aHR = 1.30, 95% CI = 1.18-1.42), and ≧65 years(aHR = 1.20, 95% CI = 1.06-1.36). The stratification analysis of sex showed that HCV cohort had increasing risks of cataract for both women (aHR = 1.37, 95% CI = 1.24-1.50) and men (aHR = 1.24, 95% CI = 1.11-1.37). The stratification analysis of comorbidities showed that the risk of cataract was aHR = 1.26 (95% CI = 1.16-1.35) for HCV cohort with comorbidities and aHR = 1.45 (95% CI = 1.25-1.69) for HCV cohorts without comorbidities. The interaction analysis of HCV infection and confounding variables showed that significant interaction between HCV infection and diabetes (P for interaction < 0.001), hyperlipidemia (P for interaction = 0.003), and alcohol related disease (P for interaction = 0.003). Table 4 presents the results of the analysis of the effects of different therapy regimens of HCV infection on the risk of cataract, with the non-HCV cohort as comparison. The onset of cataract from the initiation of HCV treatment was 3.08(SD = 2.66). Compared with non-HCV cohort, associated with risk of cataract was no treatment (aHR = 1.29, 95% CI = 1.20-1.39), interferon-alpha only (aHR = 1.29, 95% CI = 1.20-1.39), and interferon-ribavirin combination (aHR = 1.83, 95% CI = 1.40-2.38). Subgroup analysis showed that HCV patients without cirrhosis receiving interferon-ribavirin combination had significantly higher risk of cataract (aHR = 1.70, 95% CI = 1.28-2.25), compared with non-HCV cohort. Table 5 showed that synergistic effects of HCV with diabetes, hyperlipidemia, and alcoholrelated illness on the risk of cataract. Diabetic HCV patients had increasing risk of cataract (aHR = 1.69, 95% CI = 1.48-1.93), compared with non-HCV and non-diabetic patients. HCV patients with accompanying hyperlipidemia had 1.67-fold higher risk of cataract, compared with non-HCV and non-hyperlipidemia patients.
Discussion
In this population-based cohort study, we observed that HCV infection, even in the absence of cirrhosis, was associated with an increased risk of cataract. HCV-infected patients receiving interferon-ribavirin therapy had a 1.83 times higher risk of cataract compared with those without HCV infection and not receiving interferon-ribavirin therapy. This suggested that all : multivariable analysis including age, average number of clinic visits/per year, and comorbidities of diabetes, hypertension, hyperlipidemia, asthma, COPD, coronary artery disease, and anxiety; * p < 0.05, patients with HCV, regardless of receiving HCV treatment, should be closely monitored for subsequent cataract development.
Even after adjusting for major confounding variables such as age and diabetes, HCV infection remained independently associated with cataract. The effects of HCV on ocular manifestations have been seldom studied. We hypothesized that the pathogenic mechanism connecting HCV infection and cataract is oxidative stress. Evidence has increasingly indicated that HCV infection-induced oxidative stress is systemic and not limited to the liver [18] [19] [20] [21] . HCVinfected patients have high insulin resistance and oxidative stress, which increases their risk of coronary artery disease [22] , chronic kidney disease [23] , glucose metabolism derangements, and diabetes [24] . Similarly, HCV may induce high oxidative stress within the lens, initiating a cascade of free radial formation, oxidized material accumulation, and ultimately, cataract development. Because we have adjusted our data for diabetes, a major risk factor for cataract and a recognized sequela of HCV infection, our results clearly demonstrated an independent association between HCV infection and cataract.
In this study, we observed a positive association between pegylated interferon and ribavirin therapy for HCV infection and risk of cataract. Our data showed that HCV patients receiving interferon alpha-only regimen had 1.29-fold higher risk of cataract, interferon alpha-ribavirin regimen had 1.83-fold higher risk of cataract, compared with non-HCV patients. Thus, the regimen combining Interferon alpha and ribavirin would have addictive and synergistic effects on the risk of developing cataract. Few case reports and studies with small sample sizes have reported similar findings [25, 26] . This current large-scale cohort study clearly demonstrated that pegylated interferon and ribavirin therapy for HCV infection is associated with a 1.83 times higher risk of cataract. Interferon-associated retinopathy has been described in the literature [27, 28] , interferon alfa-ribavirin-associated cataract has seldom been mentioned. There are several possible explanations accounting for the association between HCV therapy and cataract. One supposed pathway would be direct effects of interferon/ribavirin treatment or to HCV itself. It has been reported that about 0.5% patients taking ribavirin have cataract, with the incidence being up to 55.36% during the initial 6 months of ribavirin use, and the most coused medication in these cataract patients was interferon alfa-2a [29] . The sample size of our HCV patients receiving ribavirin only was too small to determine whether ribavirin would be direct related to the risk of cataract. Further prospective randomized control study would be needed to classify the association between ribavirin and cataract. Our HCV cohort had significantly higher prevalence of comorbidities compared with non-HCV cohort. Our interaction analysis showed that HCV interacted with diabetes, hyperlipidemia, and alcohol-related illness on the increasing risk of cataract. HCV patients had diabetes had highest risk of cataract, among those with or without HCV or diabetes. Our data demonstrated that clinical relevance of HCV infection is not equal to those of the other confounding factors of high oxidative stress, including diabetes and aging.
The other possible explanations would be competing risk between HCV-related mortality and cataract. It would be reasonable to speculate that systemic oxidative stress would be positively associated with the degree of HCV infection. However, in our stratified analysis, there was no significant difference in developing cataract between cirrhosis and non-cirrhosis. Thus, we suppose that there are competing risk between cataract and HCV-related morbidity and mortality in those HCV decompensation patients. On the other hand, current guideline indicated therapy should be considered for all compensated treatment-naïve HCV patients [30] . Thus, possible bias resulting from competing risk would be minimized in those HCV patients receiving interferon-ribavirin therapy since those who receiving therapy all had compensated liver function. However, possible selection bias would exist since viral load of HCV, genotype of HCV, status of liver reserve, and mounted immune response to therapy, these possible predisposing factors of cataract, of whom receiving interferon/ribavirin would be different at baseline from those HCV patients not receiving interferon/ribavirin. Further large scale prospective study would be required to investigate the association between HCV treatment and cataract.
This study has several limitations. First, information regarding the cataract subtype and family history of each cataract patient was unavailable. Second, details regarding smoking habit, vitamin supplement use, ultraviolet exposure, and sun protection were not available from the ICD-9-CM codes. Third, because the NHIRD encrypts patient personal information to protect privacy, no records regarding HCV genotype, viral load of HCV, serological response to HCV treatment, and severity of cataract were available; therefore, a direct and substantial dose-response relationship between HCV infection and cataract could not be established. Nevertheless, we controlled for possible confounding variables such as frequency of clinical visits, diabetes, coronary artery disease, hypertension, hyperlipidemia, COPD, asthma, and alcohol-related illness; thereafter, HCV infection was found to be independently associated with risk of cataract. Finally, treatment outcome, i.e. response to HCV therapy was unavailable in NHIRD. However, lack of treatment outcome of HCV therapy would not have effects on our conclusion that HCV infection is associated with an increased risk of cataract especially undergoing interferon-ribavirin therapy.
In conclusion, the current nationwide cohort study revealed that HCV-infected patients have an increased risk of cataract. Furthermore, HCV-infected patients receiving interferonribavirin therapy have a 1.83 times higher prevalence of cataract than those without HCV infection. Considering the surgical curability of cataract and serious HCV infection-related morbidity, we do not discourage the use of anti-HCV therapy for HCV-infected patients. Instead, we recommend routine screening of these HCV patients for ocular problems, especially those received interferon alpha-ribavirin therapy. 
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